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CHRONOLOGY OF FDA APPROVAL OF KANEKA'S LA- 15 PMA 



Date 


Action 


11/29/85 


Kaneka submits application for LA-40 Investigational Device Exemption ("IDE") No. 
G850224 ("LA-40 IDE") 


4/18/86 


FDA approves Kaneka's LA-40 IDE 


7/10/86 


Kaneka initiates clinical study of Liposorber® LA-40 Column, Le. first patient is treated 
under clinical study protocol 


2/10/87 


Correspondence to FDA providing information regarding Institutional Review Board ("IRB") 

approval i> 


JljlOl 


T?OA icciifc H^firiprirv Ipttpr fr>r K'anflrn'c 9/1 0/87 T A Af\ IDF 9nnr>1ptn<»nt 
rui\ lboUCo uciiciciivy lcucr lur rvcuiciva b /.i iu/o / la"Hu iuej ouppicmciii 


5/5/87 


Kaneka submits report regarding potential adverse device effect for LA-40 IDE 


5/28/87 


Letter from Dr. Kshitij Mohan of FDA regarding Kaneka's 5/5/87 report 


3/14/88 


Kaneka submits LA-15 IDE No. G880069 ("LA- 15 IDE") 


3/24/88 


Kaneka submits LA-40 Application for Pre-Market Approval ("PMA") No. P880019 
("LA-40 PMA") 


4/14/88 


FDA issues deficiency letter for Kaneka LA-15 IDE 


5/17/88 


Kaneka submits LA-40 IDE Supplement regarding death of patient participating in clinical 

li laid 


fi/1 0/88 

U/ 1 \J1 o o 


\C anpfcti i irfX rni n 1 1 v tnf*ptc witn FHA rpcrsirnino' T A - 1 S ruv^tf^pnl 

rvdilClVct UllUllllClllJr lUCdo Willi 1 VJ t\ ICgalUlllg L^r\ l J pivJlAJWUl 


6/15/88 


FDA requests additional information regarding Kaneka 5/17/88 LA-40 IDE Supplement 


7/22/88 


FDA issues deficiency letter for Kaneka's LA-40 PMA 


7/25/88 


Kaneka submits LA-40 IDE Supplement to extend clinical study 


7/26/88 


Kaneka submits LA-40 IDE Supplement providing additional information requested in 

rUr\ a O/ 1 J/ OO 1CUCI 


Q/1 6/88 
yi lu/oo 


rvallcKa UllUllllaliy Illtclb Willi rlJr\. revaluing lUIUlcl rtvlblUIlb IU L/A-l j pruiULUl 


0/90/88 


ivancKa suuiniib il/c, aiiienuiiieiub rcbponuing io ueiicieiiLicb in run b h/ iH/oo iciier 


10/91 /88 


r lJ/\ cunuuiuiiaiiy appruvcb la-i j iuc 


10/25/88 


Kaneka submits LA-40 IDE Supplement requesting authorization to conduct rebound study 


11/13/88 


Meeting of Kaneka's clinical investigators regarding initiation of LA-15 clinical studies 


11/14/88 


FDA approves Kaneka's 10/25/88 LA-40 IDE Supplement 


12/19/88 


Kaneka submits LA-15 IDE Supplement providing information and documentation requested 
in FDA's 10/21/88 grant of conditional approval 
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Date 


Action 


12/22/88 


Kaneka initiates clinical study of Liposorber® LA- 15 System, Le^ first patient is treated under 
clinical study protocol 


1/17/89 


FDA issues deficiency letter for Kaneka' s LA- 15 IDE 


1/17/89 


Kaneka submits Annual Progress Report for LA-40 IDE reporting additional safety and 
efficacy data for investigational treatments from initiation of study through 12/3 1/88 


2/16/89 


Kaneka submits LA- 15 IDE Supplement providing information and documentation requested » 
in FDA's 1/17/89 letter 


2/16/89 


FDA approves Kaneka's 1/17/89 LA-40 Supplement 


3//7/89 


Kaneka submits LA-40 IDE Supplement providing information and documentation regarding 
software development and validation requested in FDA's 2/ 16/89 letter 


3/23/89 


Kaneka submits LA- 15 IDE Supplement providing English translations of Exhibits A through 
C to 2/16/89 IDE Supplement 


4/7/89 


Kaneka submits LA-40 IDE Supplement regarding death of patient participating in clinical 
trials 


4/21/89 


Letter from Dr. Helena Breslawec of FDA requesting summary of testing data and 
verification and validation protocols for LA- 15 IDE 


5/3/89 


Correspondence to FDA staff submitting background information and documentation for 
software development and validation 


5/5/89 


FDA requests additional information regarding Kaneka 4/7/89 LA-40 IDE Supplement 


5/22/89 


Kaneka submits LA- 15 IDE Supplement providing information and documentation requested 
in 4/21/89 FDA letter 


6/2/89 


Kaneka submits LA-40 IDE Supplement providing information and documentation regarding 
patient death requested in FDA's 5/5/89 letter 


6/20/89 


Letter approving LA- 15 IDE and acknowledging satisfaction of previously stated conditions 


7/24/89 


Kaneka submits LA-15 IDE Supplement providing certification of IRB approvals 


7/31/89 


Kaneka submits LA-15 IDE Supplement informing FDA of certain modifications to the 
MA-01 Apheresis Machine, which controls the operation of the Liposorber® LA-15 System 


8/25/89 


FDA approves Kaneka's 7/31/89 LA-15 IDE Supplement 


12/22/89 


Kaneka submits amendment to LA-40 PMA 


2/20/90 


Kaneka submits IDE Supplement requesting expansion of clinical study patient population 


3/21/90 


FDA approves LA-15 IDE Supplement expanding clinical study patient population 
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Date 


Action 


3/22/90 


Kaneka informally meets with FDA staff to review software validation materials 


4/17/90 


Kaneka submits Annual Progress Report for LA- 15 IDE reporting additional safety and 
efficacy data for investigational treatments from initiation of study through 2/28/90 


5/17/90 


FDA requests additional information for 4/17/90 LA- 15 IDE Annual Progress Report and 
Supplement 


6/18/90 


Kaneka submits LA-15 IDE Supplement providing information requested in FDA's 5/17/90 
letter 


7/12/90 


Kaneka submits LA-15 IDE Supplement requesting authorization for compassionate or 
emergency use 


7/16/90 


FDA issues deficiency letter for Kaneka's LA-40 PMA 


7/17/90 


Kaneka informally meets with FDA staff regarding draft safety issues analysis for software 

v uillialiuil 


7/19/90 

Ilk SI S v» 


rut\ approves JVoncKd st/i i/yv j iXJUi supplement 


9/21/90 


Kaneka requests informal meeting with FDA staff to review LA-40 PMA deficiencies 


12/11/90 


Kaneka informally meets with FDA staff to review LA-40 PMA deficiencies 


12/14/90 


Kaneka meets with FDA regarding LA-40 PMA deficiency letter 


2/6/91 


Kaneka submits LA-15 IDE Supplementing requesting authorization to recover costs of 
devices and extending follow-up treatment phase for clinical trial 


3/8/91 


FDA approves Kaneka's 2/6/91 LA-15 IDE Supplement 


3/26/91 


Kaneka submits LA-15 PMA No. P910018 ("LA-15 PMA") 


6/17/91 


Kaneka submits Annual Progress Report for LA-15 IDE reporting additional safety and 
emcacy uaia ior investigational treatments trom 51 l/yu through Z/Zo/y 1 


7/22/91 


meeting 01 lvaneKa s cnnicai investigators to review status ot ongoing LA- 1 j clinical studies 


9/9/91 

SI SI s 1 


ruf\ imbues uenciency letter ior ivaneKas jla-i j riMA 


10/9/91 


ui response to ruj\ s y/y/y l letter, KaneKa requests mat rDA tile its LA-lj rMA 


10/3/91 

1 \JI Jl S 1 


PDA filpc anplra'c T A 1 ^ P\/f A 


10/28/91 


Kaneka meets with FDA regarding LA-15 deficiency letter 


11/12/91 


Letter from Philip J. Phillips of FDA regarding filing and amendment of Kaneka's PMA 


12/20/91 


Kaneka submits amendment to LA-15 PMA responding to deficiencies 
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Action 


12/20/91 


Kaneka submits to FDA Consensus Statement regarding the clinical utility of LDL 
ciiuicaLcrui lowering in muicaiea patient population 


2/27/92 


ivancKd i>uomiis i_/w j luc supplement requesting extension ot tollow-up treatment under 
its clinical trial 


3/3/92 


Kaneka submits amendment updating LA- 15 PMA to present safety and efficacy data from 
1,088 additional LDL-apheresis procedures from 7/1/90 through 9/30/91 


3/6/92 


Kaneka responds to FDA request for information regarding LA- 15 PMA 


3/20/92 


Letter from Dr. Lillian Yin of FDA requesting information regarding LA- 15 IDE 


3/30/92 


run. dppiuvc^ jvdiicKd ;> z/z//yz l,/\-i j ixjc, ouppiement ana requests additional information 


4/28/92 


Kaneka submits LA-15 IDE Supplement in response to FDA's 3/20/92 request for 

liLLUllIldllUIl 


4/28/92 


Kaneka submits LA-15 IDE Supplement providing information requested in FDA's 3/30/92 
iciicr 


6/9/9? 


ivancKa suDiniis /\nnuai r rogress Keport ior la- 1 j iDti reporting additional saiety and 
efficacy data for investigational treatments from 3/1/91 through 2/29/92 


6/29-7/22/9? 


ri_Att. repreieniauve conaucis pre-approvai inspection ot manutactunng tacilities tor device 
components 




i_«iier uom ur. ivncnaei j. rsiacKweu oi rUA requesting intormation regarding LA-40 IDE 


9/3/92 


Kaneka informally meets with FDA to discuss the clinical utility of lowering LDL cholesterol 
in nuinuzygoie onu severe neterozygote patients 


9/10/9? 


ivaneKa suomiis L./v-tu idc, ouppiement providing intormation requested in rDA s 7/27/92 
letter 


9/18/92 


Kaneka submits LA-15 IDE Supplement identifying a domestic source of 5% sodium 

1>11IU11UC UlJCCllUIl, Uor 


1 n/1 fi/Q? 
iu/ 10/ yz 


ru/v conamonaiiy grants y/io/yz la-i j iuii ouppiement 


10/19/92 


Kaneka informally meets with FDA to discuss and define more precisely the patient 
population with severe familial hypercholesterolemia for whom treatment with the 

juipu oui uci \-/r\.~ i j oyoiciii wuuiu uc niuiudieu 


11/12/92 


Kaneka submits report of potential unanticipated adverse device effect for LA-15 IDE 


11/13/92 


Kaneka submits "Target Patient Population: Definition and Explanation," a revised 
definition of indicated patient population with detailed explanation summarizing the findings 
of previously reported studies and other data 
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Date 


Action 


12/1/92 


xvaxicKa Miuiuua L/A-ij iuiz ouppicmeni proviuing lniormaiion requested in rJJA s lU/16/y2 
letter 


12/16/92 . 


Kaneka appears before Gastroenterology and Urology Devices Panel 


4/26/93 


^oiiuxva. ouuiiiii^ it i iu jxuucii iv. \jaLiiiig 9 jr. ouxiundiizing us prior suDniissions to rDA and 
urging formal FDA response to Kaneka' s 12/20/91 amendment 


5/27/93 


xvauci\.a duuuiiia luiiuw-up icpun Ul pULcnilal UnanilClpaiCG aQVerSC QCV1C6 CllCCt 


6/11/93 


Kaneka submits Annual Progress Report for LA- 15 IDE reporting additional safety and 
cui^a^y uaut lur liivcaiigdiionai treatments ifOm j/i/yz tnrougn z/Zo/yj 


6/23/93 


Kaneka informally meets with FDA (at request of FDA staff) to review clinical utility and 

tuuicalCU pallCIll pupuialiun CjUe^tSUOnS lalSCQ oy rUJ\ 


6/25/93 


jvdiicK.d buumus letter to jK.oDen k. trailing, jr. oi rUA indexing the substantive topics of 
Kaneka' s LA- 15 PMA submissions in accordance with the agenda items of 6/23/93 meeting 


6/25/93 


i-ycuci liuiii jxuucil iv. \j<iiiing, jr. oi ruA requesting additional lniormation regardmg 
Kaneka's 1 1/12/92 and 5/27/93 reports for LA-15 IDE 


7/13/93 

tlx ~J 1 ^ 


i^cuci ixuiii ljl. i^iiiicui i in requesting additional lniormation regarding L.A-1 j tut, 


8/6/93 


Kaneka submits LA-15 IDE Supplement providing information and documentation requested 
in FDA's 6/25 793 letter 


8/13/93 


Kaneka submits LA-15 IDE Supplement providing information requested in FDA's 7/13/93 

1 pttpr 


9/3/93 


Letter from Dr. Lillian Yin of FDA requesting additional information regarding Kaneka's 

8/6/93 T A-1 S TDF Snnnlf-mpnt 
0/U/7J JLf/A. i j luiz ouppicnicni 


10/18/93 


Kaneka submits LA-15 IDE Supplement providing information requested in FDA's 9/3/93 

] after 
ICllCX 


11/17/93 


Letter from Dr. Lillian Yin of FDA requesting additional information regarding unanticipated 

txUVCloC UCVlWC C11CCI 


12/20/93 


Kaneka submits letter to FDA requesting formal response to its 12/20/91 and 3/3/92 
buDmibsions ana requesung lniormai meeting witn rJJA stati to address any open issues 


12/20/93 


■ l ^- ciai ^ ivc4 ouunmo i_*jrk i-^ ouppidiiciii piuviuiu^ liuuriiiaiiun diici aocumeniaLion reQuestec 
in FDA's 11/17/93 letter 


5/19/94 


Letter from Dr. Lillian Yin of FDA requesting additional information regarding Kaneka's 
LA-40 IDE 


5/23/94 


Kaneka informally meets with FDA 
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Date 


Action 


6/15/94 


TCanplefl ^nhmit<! ampnHinpnt nfT A - 1 ^ P\/f A 

XVCUl^/^a OUUllliLO CllllwllUlllt/lll. KJi. Jjrt lJ I 1V1Y \ 


7/5/94 


Kaneka submits letter to Dr. Lillian Yin of FDA responding to 5/19/94 letter regarding 
LA-40 IDE 


7/18-7/25/94 

' ' i u ft y i 


FDA TPTVP^PTltfitivP Pnnnllpt^ nrp-nnnrnvjil incnpr»tinn rtf mamifonhirinrr *far»i1i-fi£*c« yJ^, 

x ur\ i^pita^uiau vc uunuu^io Jjic-appiu val lllapci/UUIl UI IIlallUlaLlUIing IaCllHlcS IOr QeVlCe 

components 


7/19/94 


Kaneka submits Annual Progress Report for LA- 1 5 IDE reporting additional safety and 
efficacy data for investigational treatment from 3/1/93 through 2/28/94 


7/25/94 


Letter from Dr. Lillian Yin of FDA requesting final report for LA-40 IDE 


9/8/94 


Kaneka submits LA-40 IDE Supplement responding to FDA's 7/25/94 letter 


11/4/94 


Kaneka submits report for LA-1 5 IDE in connection with patient death 


11/11/94 


Kaneka submits final report for LA-40 IDE 


11/22/94 


Kaneka submits letter requesting Advisory Panel consideration of LA- 15 PMA 


11/23/94 

11/ £*~Jl y~ 


i Lyr\ duui liuuiiiicuiy icijucoio ci lcui ui miuiixiaiiun in l D r ivi/\. 


12/2/94 


Letter from Dr. Lillian Yin of FDA requesting information regarding 1 1/4/94 IDE 

O UppiCIIlCIlL 


12/6/94 

i ^«/ w/ y i 


ivaiidva ouuiiiiio aiiiciiuiiiciiL Ul Lv/A- 1 J r LvLr\ providing llUOlIIlallOn anQ QOCUTnCniallOn 

requested by FDA staff in its 1 1/23/94 informal request 


1 /1 7/95 

1/1 f 1 y J 


jvcuicKd £>uuimu> i d luej ouppiemeni proviaing lniormauon ana aocumentation requested 
in FDA's 12/2/94 letter 


2/17/95 


FDA issues additional deficiency letter for Kaneka' s LA- 15 PMA 


3/14/95 


Kaneka submits amendment of LA- 15 PMA responding in part to FDA's 2/17/95 deficiency 
icucr, providing expeuiicu responses 10 certain aenciencies as requesteu oy r DA start 


3/15/95 


Correspondence to FDA forwarding diskette of summary of safety and effectiveness 


3/24/95 


Kaneka submits amendment of LA- 15 PMA responding in part to FDA's 2/17/95 deficiency 
icllci, piuviunig cxpcuucu rcbpuiibcb io certain aiiuiiionai ueiiciencies as requesteu oy rUJ\ 
staff 


3/24/95 


Correspondence to FDA forwarding 18 copies of selected volumes from Kaneka's 6/15/95 
LA- 15 PMA amendment as requested by FDA staff 


4/21/95 


Gastroenterology and Urology Devices Panel recommends LA-1 5 PMA for approval 


5/18/95 


Informal correspondence from FDA requesting additional information 
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Date 


ArHnn 


6/8/95 


Kaneka submits amendment of LA-15 PMA responding in part to FDA's 2/17/95 deficiency 
letter, providing responses to all remaining deficiencies nther than revic^H iaV»f»iinrr 


7/5/95 


Kaneka submits amendment of LA-15 PMA providing revised labeling for the Liposorber® 
LA-15 System and its disposable device components 


8/2/95 


Kaneka submits Annual Progress Report of LA-15 IDE reporting additional safety and 
efficacy data for investigational treatments from 3/1/94 through 


8/3/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


8/7-8/25/95 


FDA representative conducts pre-approval inspection of manufacturing facilities for device 
components 


8/16/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


9/1/95 


Letter from Dr. Lillian Yin of FDA requesting additional information regarding Kaneka's 
Annual Progress Report 


9/8/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


9/18/95 


Kaneka submits amendment of LA-15 PMA providing information and documentation 
requested by FDA staff in its 8/3. 8/16 and 9/8 informal reauests 


9/22/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


9/26/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


9/27/95 


Kaneka submits amendment of LA-1 5 PMA nrnvidino infrwmjitinn unA Hn^nmantotmn 
******* uiiiviiuiiiwni \jx i—dL i i ^ x ivir\ |ji w v iuiiiid iiiiunxi<iiiuii ctiiu uocumeniaLion 

requested by FDA staff in its 9/22 and 9/26/95 informal requests 


9/27/95 


Kaneka submits LA-15 IDE Supplement providing information requested in FDA's 9/1/95 
letter 


9/28/95 


FDA Staff informally reauests undate rennrt fhr K"aneka'<: T A-1 S PN/TA 


9/29/95 


Kaneka submits amendment of LA-15 PMA submitting Update Report which provides safety 
and effectiveness data for 2,458 additional investigational treatments nerformed Hnrina the 
period from 10/1/91 through 6/30/95 


10/2/95 


FDA staff informally requests revisions to labeling 


10/3/95 


Kaneka submits amendment of LA-15 PMA providing information and documentation 
requested by FDA staff in its 10/2/95 informal request 



Date 


Action 


10/5/95 


FDA informally requests revisions to Operator's Manual and Patient Guide 


10/6/95 


Kaneka submits amendment of LA- 15 PMA providing information and documentation 
requested by FDA staff in its 10/5/95 informal reauest including revised conies of Oneratnr'c 
Manual and Patient Guide 


10/13/95 


FDA issues appro vable letter for Kaneka' s LA- 15 PMA 


10/20/95 


Kaneka submits amendment of LA- 1 5 PMA confirming its concurrence with the "Conditions 
of Approval" as requested in 10/13/95 approvable letter 


10/30/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


11/6/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


12/8/95 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


12/15/95 


Kaneka submits amendment of LA- 15 PMA Drovidine information and documentation 
requested by FDA staff in its 10/30, 1 1/6 and 12/8/95 informal requests 


1/30/96 


Kaneka submits amendment of LA-15 PMA Drovidine coDies of further revised labeling in 

w A 1 * » » »^ a a * u » ■ ■ l/ x^^tj Y-* x x vix uivl X t XO^^vX XCXiy^^XXXXc^ XXX 

response to informal requests of FDA staff 


1/30/96 


Kaneka submits correspondence for LA-1 5 IDE regarding patient death 


2/16/96 


FDA staff informally requests additional information and/or modifications to Kaneka's 
existing submission 


2/21/96 


Kaneka submits amendment of LA-15 PMA providing information and documentation 
requested by FDA staff in its 2/16 informal request 


2/21/96 


FDA issues final approval letter 



